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Glycogen Storage Diseases and Cardiomyopathy

1o THE EDITOR: Arad et al. (Jan. 27 issue)® report
that LAMP2 mutations (Danon’s disease) are an
important cause of hypertrophic cardiomyopathy.
That one of their patients had an “adolescent re-
sponse to cardiac disease,” however, strangely miss-
es the point that mental retardation commonly ac-
companies this disease. Both of the patients in the
original cases described by Danon et al.2 had men-
tal retardation, and in a series of 38 patients, de-
scribed by Sugie et al.,3 70 percent of male patients
(14 0f 20) and 6 percent of female patients (1 0of 18)
had mental retardation. Lobrinus et al.# and Sugie
etal.5 have also reported that patients with Danon’s
disease did not reach other neurodevelopmental
milestones — most with this disease did not walk
until they were 18 months old and many had learn-
ing difficulties.

We recommend that patients who present with
hypertrophic cardiomyopathy be asked about their
educational performance. If there is a history of
learning difficulties, they should be referred for fur-
ther evaluation. If a diagnosis of Danon’s disease is
made, all first-degree relatives should be offered
genetic testing and stratification of the risk of sud-
den death from cardiac causes.
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THE AUTHORS REPLY: Roos and Cox “recommend that
patients who present with hypertrophic cardiomy-
opathy be asked about their educational perfor-
mance.” We concur. However, our article goes fur-
ther, suggesting that other clinical findings, such as
preexcitation on the electrocardiogram or elevated
levels of creatine kinase, should also trigger evalua-
tion of LAMP2 and PRKAG?2 genes. The central theme
of our article is that whereas many LAMP2 mutations
cause Danon’s disease, with its associated neurolog-
ic and muscular abnormalities, some LAMP2 muta-
tions produce primary cardiac disease that mimics
hypertrophic cardiomyopathy without neuromus-
cular or behavioral abnormalities. Only two of the
six patients in our study had even mild behavioral or
psychological abnormalities — relatively common
problems among adolescents with cardiac disease.t
If these patients had been cared for according to
standard cardiologic practice,? which does not in-
clude genetic testing,3 the cause of their cardiomy-
opathy would not have been identified.
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What Ails the FDA?

To THE ebiTor: Okie’s Perspective article (March 17
issue) on the Food and Drug Administration (FDA)
covers important ground but misses a key issue.
No drug is absolutely safe; drug safety is always as-

sessed in relation to the disease being treated. We
tolerate greater risk from beneficial therapy when
the alternatives are bad.

Risk-benefit analysis requires us to define the
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target population for the drug. Clinical trials are
the best way to define this population. Direct-to-
consumer marketing campaigns, on which drug
companies spend billions of dollars, circumvent
this process and often encourage patients to de-
mand prescription drugs inappropriately. Rofecox-
ib (Vioxx) was an important beneficiary of such a
campaign. As a result, many people were put at risk
although their medical needs could have been met
with less toxic drugs.

Today, patients for whom rofecoxib provided the
best relief are no longer able to obtain it. In short,
pharmaceutical-company greed created an unmet
medical need. There is a cost-free way to help the
FDA protect patients: stop direct-to-consumer ad-
vertising and let trained and knowledgeable phy-
sicians determine the best treatment for our pa-
tients.
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To THE ebiTor: Whatails the FDA is the political in-
fluence that limits the agency’s resources and in-
terferes with its regulatory decisions.1-3 The FDA
has always been underfunded and understaffed in
relation to the scope of its responsibilities.? Sur-
veillance of drug safety has been impaired by a de-
crease in the personnel and resources devoted to
it because of the emphasis on the rapid review of
new drugs and unfunded congressional mandates.
The other problems noted by Okie —intimidation
of staff scientists, weak leadership, and the pro-
industry bias of the former chief counsel — are man-
ifestations of the political manipulation of the FDA
by the administration.

Two changes are necessary to restore the FDA
to health: a budget that is commensurate with its
responsibilities and scientific independence. The
FDA could be shielded from political manipulation
through the appointment of an independent scien-
tific advisory board to advise Congress about the
performance and needs of the agency. By making
its recommendations public, the advisory board
could help Congress to resist pressure from lobby-
ists and advocacy groups.
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1o THE EDITOR: OKie’s article could lead the reader
to the conclusion that an independent drug-safe-
ty agency would protect patients better. But Okie
omits certain events surrounding the withdrawal
of rofecoxib from the market that illustrate the po-
tential downside of separating the FDA’s drug-
approval function from post-marketing safety sur-
veillance. In particular, she does not mention the
fact that experts in drug safety and the relevant ther-
apeutic field who gathered atan FDA advisory com-
mittee meeting in February to discuss the safety of
cyclooxygenase-2 (COX-2) inhibitors and nonste-
roidal antiinflammatory drugs (NSAIDs) voted 17
to 15 that rofecoxib ought to be allowed to be mar-
keted. Nor did Okie mention that David Graham,
the FDA epidemiologist who has heartily criticized
the agency’s handling of the rofecoxib review, is
rather more certain in his views of the benefit-risk
equation for the drug; he has said that “there real-
ly doesn’t appear to be a need for COX-2 selective
NSAIDs.” The point is that drug-safety experts tend
to downplay therapeutic benefits, and clinical prac-
titioners tend to downplay risks. What is needed
at the FDA is an unrestrained voice for experts on
both sides of the equation.
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To THE EDITOR: To redress the institutionalized in-
fluence of the pharmaceutical industry on the FDA’s
drug-approval process, perhaps third-party payers
such as insurance companies and health mainte-
nance organizations need to be invited to join the
fray. These payers cover not only the costs of ex-
pensive new technology, but also any costs incurred
because of unanticipated adverse effects. Who is
more motivated to expose problems with efficacy
and safety thatare deliberately obscured by the phar-
maceutical industry? Rather than perpetuate the
sham of an unbiased partnership between govern-
ment and industry committed to protecting and
enhancing health, why not expose the powerful fi-
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nancial motivations that drive health care decisions?
If drug companies are treated as agents of science
and discovery, payers ought to be viewed as the cor-
rective agents of scientific scrutiny. A more open
discourse involving parties with admittedly differ-
ent agendas may more successfully illuminate the

issues critical to decisions that have consequences
for public health and public coffers.
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Obesity and Longevity

TO THE EDITOR: Preston’s editorial (March 17 issue)®
on obesity and its influence on longevity, which ac-
companies the report by Olshansky et al.,2 focused
my thinking on morbidity versus mortality. Preston
wrote that “the current life expectancy at birth in
the United States would be one third to three quar-
ters of a year higher if all overweight adults were
to attain their ideal weight.” This goal is unlikely to
be achieved, and even if it were, the gain in life ex-
pectancy would be minuscule. As a clinician, how-
ever, I see daily the terrible morbidity that obese
patients have — complications from diabetes, dys-
lipidemia and hypertension, wear and tear on the
knees and hips, legs swollen from venous insuffi-
ciency, backache, and a winding down of physical
activity. It seems to me that an emphasis on morbid
states that could be averted with the elimination of
some (not all) excess weight would permit an edu-
cable patient to sit up, take notice, and act. The gain
in life expectancy is too small to sell to any patient.
The avoidance of suffering is worth the effort.
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To THE EDITOR: In providing examples of popula-
tion shifts toward healthier lifestyles, Dr. Preston
states incorrectly that “primarily because of behav-
ioral changes, the incidence of AIDS has fallen by
nearly 50 percent since 1992.” The observed de-
cline in the incidence of AIDS from 1992 to 1994
was an artifact of the change in the surveillance case
definition for AIDS that was implemented in Janu-
ary 1993.1 A substantial decline was then observed
in the years 1995 through 1998 after the introduc-
tion of highly active antiretroviral therapy for hu-

man immunodeficiency virus (HIV) infection.2 Since
1998, the incidence of AIDS has remained relatively
stable.2 To suggest a shift toward “healthier life-
styles” in the context of HIV infection is particularly
misleading, given recent reports of increased levels
of unsafe sexual behavior among gay and bisexual
men in urban centers throughout the United States,
Canada, and Western Europe.3 These reports high-
light the critical need for continued efforts to identi-
fy and implement more effective strategies of HIV
prevention.
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TO THE EDITOR: Preston states, regarding obesity,
that “the U.S. population has already shown the
ability to shift to healthier lifestyles.” There are few
recent data to support his statement. During the
past 15 years, the percentage of adults who smoke
has decreased by only 1 percent.? The number of
new cases of AIDS has remained unchanged, at
40,000 per year.2 The modest reduction in the num-
ber of fatal vehicular crashes reflects improved
safety equipment and better emergency medical
care, not fewer drunk drivers.3 The incidence of
obesity has doubled, dietary fat intake has in-
creased, and serum cholesterol levels have not de-
creased significantly (from 205 to 203 mg per deci-
liter).4

An antiobesity campaign should focus sharply
on creating new social policies that encourage
weight loss (e.g., adjustments in insurance premi-
ums, compulsory exercise for students from ele-
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